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1 . Title of invention 

New use of Roxithromycin to prevent or reduce 
cardiovascular events 

2. Claims 

1 - Use of Roxithromycin to prepare pharmaceutical 
compositions in order to prevent or reduce cardiovascular 
events. 

2. - Use of Roxithromycin according to claim 1 to prepare 
pharmaceutical compositions to prevent or reduce acute 
coronary syndroms. 

3. - Use of Roxithromycin according to claim 1 or 2 in 
treatment of adult patients who suffered recently from 
unstable angina and non Q-wave myocardial infarction in 
combination with classical cardiovascular therapy* 

4. - use of Roxithromycin according to any of the claims 1 to 
3 in order to prevent or reduce recurrent major ischaemic 
events . 

5*- Method of treatment of acute coronary syndroms using 100 
to 500 mg of Roxithromycin per day orally during 20 to 50 

^ Hays': 

6. - Method of treatment of adult patients who seffered 
recently from unstable angina and non q-wave myocardial 
infarction using 100 to 500 mg of Roxithromycin per day 
orally during 20 to 50 days, 

7. - Method of treatment according to claim 5 or 6 using 250 
to 350 mg of Roxithromycin per day orally during one month* 

8. - Method of treatment according to claim 7 using 300 rag of 
Roxithromycin por day orally during one month. 
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9. - Method of treatment according to claim 8 using one 
tablet of 300 mg of Roxithromycin per day orally during one 
month. 

10. - Method of treatment according to claim 7 using two 
tablets of 250 mg of Roxithromycin twice a day orally during 
one month. 

3. Detailed Description of the Invention 

Technical field to which the invention pertains 

The present invention relates ro a new use of 
RQxithromycin to prevent or reduce cardiovascular events 

ThiS Mention relates to the use of Roxithromycin to 
prepare pharmaceutical compositions in order to prevent or 
reduce cardiovascular events. 

Prior art 

Roxithromycin or 9-[0-[(2-methoxy) ethoxyj methyl] oxime 
erythromycin is a well known antibiotic sold in many 
countries under the Trade Mark RUUD, 

Means for solving the problem 

This invention relates to the use of Roxithromycin to 
prepare pharmaceutical compositions to prevent or reduce 
acute coronary syndroms • 

adul t Thi ^ inVenfci °" realteS tt ° re S P eci «<*lly 1" treataent of 

12 o froB unstable »»9ina and 

non Q-wave myocardial infarction in combination with 
classical cardiovascular therapy. 

This invention relates wore sDecif i«i i„ * 

_ speciricaiiy to prevent or 

reduce recurrent major isch aea i c events. 
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Embodiments of the invention 

The invention relates also to a method of treatment of 
acute coronary syndroms using 100 to 600 mg of Roxithromycin 
per day orally during 20 to 50 days. 

The invention relates to method of treatment of adult 
patients who sef fered recently from unstable angina and non 
q-wave myocardial infarction using 100 to 600 mg of 
Roxithromycin per day orally during 20 to 50 days, for 
example a method of treatment using 250 to 350 mg of 
Roxithromycin per day orally during one month. 

Among the more preferred treatment is the treatment 
using 300 mg of Roxithromycin per day orally during one 
month, for. example using one tablet of 300 mg of 
Roxithromycin per day orally during one month or using two 
tablets of 150 mg of Roxithromycin twice, a day orally during 
one month. 

Examples 

in the following examples, there are described several 
pref ereed embodiments to illustrate the invention. 

However it is to be understood that the invention is not 
intended to be limited to the specific embodiments. 
bxakples 1 A 3 : Pn anWr^U ^ l compositions. , 

EXAMPLE 1 : 

Tablets were prepared containing 150 mg of Roxithromycin 
and sufficient excipient of starch/ talc and magnesium, 
stearate for a final weight of 1 g. 

EXAMPLE 2 S 

Tablets were prepared containing 300 mg of Roxithromycin 
and sufficient excipient of starch, talc and magnesium, 
stearate for a final weight of l g. 
example 3 s 

Tablets were prepared containing 300 mg of Roxithromycin 
and sufficient excipient of starch, talc and magnesium, 
stearate for a final weight of 1,5 g. 
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CLXNICM, STUDY 

This study was a double-blind , randomised, prospective, 
multicentre, parllel-group, plaoebo-controlied pilot study of 
patients with unstable angina or non-Q-wave myocardial 
infarction. 

Panel 1 : Inclusion and exclusion criteria* 
Inclusion criteria . 
. Age > 21 years, 

• Episode of angina at rest lasting at least 10 minutes in 
the previous 48 hours. O 
. Evidence of ischaemic heart disease on BCG: 
ST segment depression 

Transient ST elevation (> 15 minutes) of > 0.1 mV 
T - W ave inversions, in at least twa contiguous leads. 
. Cardiac enzyme elevation (total creatinine kinase (CK) 
above upper limit of normal or CK to isoenzyme MB > 3% of 
total CK) . 

. History of myocardial infarction, percutaneous transluminal 
coronary angioplasty, or coronary artery bypass graft. 
. History of coronary angiography showing > 70% arterial 
lumen narrowing in any coronary artery. 
Exclusion criteria. 

. Evidence of evolving Q-vave myocardial infarction. 
. Left-bundle-branch block. 
. Hepatic or renal failure. 

. Congestive heart failure or contraindications to macrolide 
theraby, including treatment witji drugs known to interact 
with macrolides- 

P an el 2 1 Primary endpoints. 

; Several recurrent ischaemia-chest pain lasting at least 5 
minutes with ST-T changes in at least two contiguous leads 
(ST elevation or depression > 0.1 mW ahd/or T-wave inversion) 
and/ or prompting decision to revascularise within 24 hours 
following the event- © 
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. Acute myocardial infarction-creatinine kinase-MB (CK-MB) 
elevated above normal (and at least 3% of total CK) and CK 
value twice the upper limit of normal. Q-wave myocardial 
infarction was defined as chest pain lasting S minutes ox 
more followed by the appearance of new significant Q waves 
(£0.03 s) in at least two leads in the ECG. 
. Death-due to cardiaq ischaemia. 

At admission, ail patients meeting the criteria for 

type, 

Illb of Braunwald's classification for unstable angina 
and non-Q-wave myocardial infarction were treated with 10 o- 
325 mg aspirin a day, intravenous glyceryl trinitrate, 
unfractionated heparin (with the dose adjusted to give an 
activated partial thromboplastin tie of 1.9-2,5 times 
baseline) for a minimum of 72 hours and a maximum of 8 days; 
P-blockers or calcium-channel blockers were administered vhen 
appropriate. 

After conventional therapy had been started and patients 
were randomly allocated either roxithromycin 150 mg orally 
twice a day or placebo, similar to the roxithromycin tablets 
in appearance and taste r orally twice a day for 30 days. 
Treatment was continued for a minimul of 72 hours for six 
doses) and a maximum of 30 days. Follow-up visits were 
scheduled at day 31, day 90 , and 6 months after the start of 
the study treatment. 

Random allocation was done according to a computer- 
generated list prepared by each center. A set of sealed 
envelopes containing patient codes and study treatment was 
prepared and stored in a secure place. None of the envelopes 
were to be opened unless a serious side-effects, suspected to 
be drug related, developed in any of the patients. 

The inclusion and exclusion criteria are given in panel 

The primary efficacy aSsesment endpoints are given in 
panel 2. If more than one endpoint was seen in any one 
patient, the Data Review Board Committee assigned the 
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endpoint considered the worst in sequence: severe recurrent 
ischaeuia, myocardial infarction ,. death. The double endpoint 
was defined as death plus acute myocardial infarction! and 
the triple composite endpoint was defined as death, acute 
myocardial infarction, and recurrent angina. 

The secondary assessments were : serological response (c 
pneumonxae-speoif 1c IgQ titres (measured by micro- immuno- 
fluorescence) at day 31, day 90, and at 6 months); and 
inflammatory response (c-reactive protein concentrations (as 
e marker of inflammation) at baseline and day 31 of the 
study) . 

The analysis of the primary clinical endpoints 
(ischaemic death, acute myocardial infarction, and severe 
recurrent ischaemia) wae done in patients who completed a 
minimum treatment period of 72 hours (six doses) up to day 
31. 

Results* 

of the 205 patients recruited into the study, three 
failed to meet the inclusion criteria (figure) . The remaining 
202 eligible patients were randomly assigned roxithromycin 
(n=l02) or placebo (n=l00) . A secondary analysis of patients 
who took the study treatment for at least 72 hours (six 
doses) was done, of the 202 patients nine patients of the 
roxithrpmycin^treated and seven patients of the placebo- 
treated group did not complete the minimum 72 hours, because 
of the need for coronary artery bypass grafting (seen: three 
on roxithromycin and four on placebo) or antibiotic therapy 
(two on roxithromycin) , or because of lack of compliance. 

Among patients who completed the minimum 72 hours 
treatment period, 63 (63%) patients from the placebo-treated 
group and 66 (65%) patients from the roxithromycin-treated 
group completed the 30-day treatment period. The average 
period of treatment in both, the placebo and roxithromycin 
groups were 24 (SD 11) days. 
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There were no significant differences between the two 
groups with regard to age, sex, previous aspirin use, and 
cardiovascular history at baselind (table 1) . IgG titres of 
at least 1/64 were observed at baseline in 48 (47%) of the 
102 patients on roxythromycin and 49 (49%) of the patients in 
the placebo goup (p*=0.8). Despite the different prevalence of 

diabetes, the incidence of events for those patients was 
similar (one on roxithromycin and two on placebo; p =0.2). 
The final diagnosis was non-Q-wave myocardial infarction in 
11 (11%) patients treated with roxithromycin and nine (9%) of 
the placebo-treated patients. 

Table 2 shows the results of the intention-to-treat 
analysis in the 202 eligible patients; in the group treated 
with placebo the incidence of the double endpoint was 4% 
versus 0% in the roxithromycin group (p=0.058), and the 
triple endpoint of 9% versus 2% (p=0.032)- None of the 
patients were lost to follow-up at 31 days. 

Table 3 shows the secondary efficacy analysis results in 
186 patients who completed the minimum treatment period of 72 
hours (six doses of study drug) and were fallowed up for 3& 
days. Thees findings show that roxithromycin therapy is 
associate with a significant reduction in the composite 
triple endpoint rates (p=0.01B) . 

In the placebo group four events occurred between day 
zero ans day six (44%) and five events between days seven and 
30 (56%) ; the only event in the roxithromycin group occurred 
on day five. Ho serious drug-related adverse envents were 
observed. 

So, the results presented show that for patients treated 
with Roxithromycin for a period of 30 days, there is a 
significant reduction in the occurrence of major ischaemic 
events compared with the placebo group. 
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(N=102) 


Pfacabo 
<N=1Q0) 


Age (yr^iiS 30) 
Male 

Hypotension 
Smoking hab* 
Diabetes* 
OytflpWaemw 


61(12) 
78(76%) 

S&S 
26(26%) 

16(16%) 

66(65%) 


61(12) 
71(71%) 
65(55%) 
27(27%) 

B(8%) 
63(53%) 


Previous 

Myccardlal infarction 
Coronary artery bypass grains 
Percutaneous transluminal coronary w^optasty 
AspMn 


48(48% 

16<16%) 
21(21%) 
65(64%) 


47(47%) 
20(20%) 
16(16%) 
57(57%) 



•p=004 

Table 1 : BascRrw character! sues. 
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(N-10G) 


Roxithromycin 
(«=102) 






Unajushxf 


Adjusted 


Recurrent Angina 


5 


2 


0.277 


0.631 


Acute myocardial Infarction 




0 


0244 


0.732 


Dae* 


2 


0 


1*344 


0.732 


Double endpolnt ± 


4 


0 


aoss 


O.110 


Tripte eodpoW 5 


9 


2 


0032 


0.064 



* RsheiY eiBKJt test : Bonf etrow^rwW 

angina, ptao acute myocardial, pta tecraemfe death. 

Table 2 : Events that occurred from 72 hto day 31. 
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p 
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Adjusted 


Recurrent angina 


6£%) 


1(1%) 


0.211 


0.603 


AcUtc myocardial infarction 


2(2%) 


0 


0.497 


0.90 


Death 


3(2%) 


0 


0;4S7 


050 


Double endpdrt ± 


4(4%) 


0 


0.121 


0242 


Triple endpolnt § 


9(10%) 


1 (1*> 


0.018 


0.050 



* Fbheft exact test ; fionfenont^orrected Fteher* evad teal; acUt myocardel plus tsetaemlc death; g Severn recurrent 
angtru. plus ocut* mycc*TTfaJ, pka bohaemk 



Table 3 : Events occudng in patients who completed minimum 72 n active treatment 

4. Brief Description of Drawing 

Figure 1 shows a profile of the trial. 
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Abstract 



Use of Roxithromycin to prepare pharmaceutical 
compositions in order to prevent or reduce cardiovascular 

events., and more particularly in treatment of adult 
patients who suffered recently from unstable angina and 
non Q-wave myocardial infarction in combination with 
classical cardiovascular therapy. 
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